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Remarks 

Applicants have herein canceled claims 27, 50-53, 57, and 61, and amended claims 
21, 28^»4, 48-49, and 58-60, all without prejudice or disclaimer. Attached hereto is a 
marked-up version of the changes made by the current amendment, captioned "Version 
With Markings To Show Changes Made." In particular, claim 21 has been amended to 
recite the phrase "wherein said polypeptide promotes neuronal cell adhesion or axonal 
neurite extension." Claims 28-35 have been amended to cancel the subject matter of claim 
34, and to rewrite claims 28-33 and 35 into independent form as requested by the 
Examiner. Claims 36-43 and 48-49 have been amended to recite the phrases "consisting 
or and "consists of instead of the phrases -comprising" and "comprises"; claim 36 has 
also been amended to recite the subject matter of previous claim 37, and claim 37 has also 
been amended to recite the phrase "at least 15 contiguous amino acids" instead of "at least 
9 contiguous amino acids." Claim 44 has been amended to correct numbering and 
Markush format errors. Claims 58-60 have been amended to delete the terms 
"pharmaceutical" and "pharmaceutically acceptable". The amendments to the claims are 
fully supported by the specification as filed, and thus no new matter has been added. 

Claims 21-26, 28-49, 54-56, and 58-60 are pending. Previous claims 28-33 and 35 
have been indicated as allowable if rewritten in independent form. As pending claims 28- 
35 now contain the subject matter of previous claims 28-33 and 35 in independent form as 
requested by the Examiner, at the very least, pending claims 28-35 are now in form for 
allowance. Applicants respectfully request reconsideration of the remaining rejections in 
view of the following remarks. 

I. Rejection of the Claims Under 35 U.S.C. § 1 12, First Paragraph 
A. Written Description of Claims 38-42 

The Examiner has rejected claims 38-42 under 35 U.S.C. § 112, first paragraph, 
alleging that: 

No proper antecedent nor conception in context of that described in the 
specification at the time of filing Applicants* invention is apparent for the 
broader concept of random epitope-bearing portions comprising "from 
about 75 to about 100/ about 168 to about 180/ about 204 to about 226/ 
about 258 to about 281/ about 291 to about 327 of SEQ ID NO:2" (i.e., as 
it relates to claims 38-42). In contrast to Applicants' assertions on page 7 
of the first preliminary amendment, page 21 of the specification only 
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contemplates specific ~c T iiope-bearing portions" consisting of these 
amino acid position numbers; thereby constituting new matter. 

Paper No. 14, pages 2-3, item 2 (emphasis added). 

In response. Applicants respectfully disagree, and point out that the specification as 
filed fully supports claims 38-42. The specification at page 21, lines 24-29, provides 
explicit literal support for polypeptides comprising the range of epitope-bearing portions 
encompassed by claims 38-42: 

Non-limiting examples of antigenic polypeptides or peptides that can be 
used to generate NAf-1 -specific antibodies include: a polypeptide 
comprising amino acid residues fro™ about Pro-75 to about Glv-100 ; a 
polypeptide cojoensiog amino acid residues from about Thr- 168 to about 
L.eu-180: a polypeptide comprising amino acid residues from about Asp- 
?fu m ahout ne-226 ; a polypeptide comprising amino acid residues gam. 
? hr,..t Tle-258 m about Pro~281 : and a polypeptide cpmprismg . ammo acid 
residues from about Olu.291 to a bout Ser-327. 

Specification, page 21, lines 24-29 (emphasis added). 
Accordingly, the assertion that "the specification only contemplates specific 'epitope- 
bearing portions' consisting of these amino acid position numbers" (Paper No. 14, page 2- 
3; emphasis added) is an incorrect characterization of the specification's teachings. 
Hence, the previously pending claims were fully supported by an adequate written 
description sufficient to fulfill the requirements of 35 U.S.C. § 1 12, first paragraph. 

However, Applicants note that claims 38-42 have been amended without prejudice 
or disclaimer to replace the "comprises" language with the phrase "wherein said portion 
consists of at least amino acids [X] to [Y] ." Applicants reserve the right to pursue the 
originally claimed subject matter in one or more continuing applications. In light of the 
above, Applicants submit that the pending claims fully meet the written description 
requirements of 35 U.S.C. § 112, first paragraph, and respectfully request that the instant 
rejection be reconsidered and withdrawn. 

B. Written Description of Claims 43-4 7 

The Examiner has rejected claims 43-47 under 35 U.S.C. § 112, first paragraph, 
alleging that "no proper antecedent basis nor conception is apparent for the broader 
concept of -comprising at least 10 contiguous amino acids of SEQ ID NO:2.'" Paper No. 
14, page 3, first paragraph. 
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to response, Applicants respectfully disagree and traverse, as the specification 
provides a proper antecedent basis for these claims. More particularly, the specification 

teaches, inter alia, that: 

Thus the present invention is directed to polynucleotides having at least a 
70% 'identity, preferably at least 90% and more preferably at least a 95%, 
96% 97%, 98%, or 99% identity to a polynucleotide which encodes the 
polypeptide of SEQ ID NO:2 and polynucleotides complementary thereto 
as well as portions thereof, wfri^h portions have at least 30 consecutive 
bases and preferably at least 50 consecutive bases and to polypeptides 
encoded bv suc h polynucleotides. 

Specification, at page 13, lines 5-10. 
Therefore, since polynucleotides with at least 30 consecutive bases encode polypeptides of 
SEQ ID NO:2 with at least 10 contiguous amino acids, the specification does provide 
proper antecedent basis and conception for polypeptides consisting of at least 10 
contiguous amino acids of SEQ ID NO:2. Indeed, to the extent that the Examiner is 
suggesting that the claim should instead recite ~an isolated polypeptide encoded by a 
polynucleotide having at least 30 consecutive bases...," Applicants respectfully point out 
that "[t]he subject matter of the claim need not be described literally (i.e., using the same 
terms or in haec verba) in order for the disclosure to satisfy the description requirement." 
M-P-E-P. § 2163.02. Since one skilled in the art would clearly consider the subject matter 
to be the same, Applicants assert the written description requirement has been fully 
satisfied. 

In light of the above, Applicants submit that the pending claims fully meet the 
written description requirements of 35 U-S.C. § 112, first paragraph, and respectfully 
request that the instant rejection be reconsidered and withdrawn. 

C. Written Description of Claims 54-57 and 60 

The Examiner has rejected claims 54-57 and 60 under 35 O.S.C. § 1 12, first 
paragraph, alleging that "[n]o proper antecedent nor conception in context of that 
described in the specification at the time of filing Applicants' invention is apparent for the 
broader concept of any polypeptide "fused to' any ^heterologous polypeptide'." Paper No. 
14, page 3, second paragraph. More particularly, the Examiner contends that the 
specification contemplates "only fusion with polypeptide sequences that 'aid in expression 
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and secretion of the polypeptide', or aid in purification of the polypeptides of the instant 
invention; thereby constituting new matter." Id. 

In response, Applicants respectfully disagree and traverse. Preliminarily, as claim 
57 has been canceled without prejudice or disclaimer, any rejection thereof has been 
obviated. 

Applicants note that the Examiner is implicitly arguing that the specification does 
not sufficiently disclose the claimed genus of fusion proteins. However, -£»Jbe written 
description requirement for a churned genus may be satisfied through sufficient 
descriptionofarepresentativenumberofspecies." M-P-E.P- § 2163 at 2100-164. "What 
constitutes a 'representative number' is an inverse function of the skill and knowledge m 
the art." Id. Applicants note that the level of skill in the art of fusion proteins on the 
priority date of the present application was very high. 

As noted above, the Examiner has accepted that the specification discloses several 
types of rosion proteins. In addition to the examples referred to by the Exammer. 
however, the specification also provides for fusion proteins made for numerous other 
purposes (in addition to aiding expression, secretion, or purification). For example, on 
page 13, lines 14-19, the specification teaches: 

To improve or alter the characteristics of NAF-1 polypeptides, protein 
engineering may be employed. Recombinant DNA technology known to 
those skilled in the art can be used to create novel mutant proteins or 
luteins including single or multiple amino acid substitunons, deletions, 
additions otJUsion proteins. Sm.h modified polvp q>rid n can show, e.g., 
chanced activity or increased stability , (emphasis added) 

Accordingly, the specification describes many species of heterologous fusions 
comprising polypeptides of the present invention. Applicants respectfully assert that io 
light of the high level of skill in the art, the numerous species of heterologous fusion 
proteins described in the specification are a more than sufficient "representative number- 
to provide written description for the claimed genus of fusion proteins. 

In light of the above, Applicants submit that the pending claims folly meet the 
written description requirements of 35 U.S.C. § 112, first paragraph, and respectfully 
request that the instant rejection be reconsidered and withdrawn. 
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D. Written Description of Claims 21-27, 34 &. 36-61 

The Exarniner has rejected claims 21-27, 34 and 36-61 under 35 U.S.C. § 1 12, first 
paragraph. In particular, the Examiner asserted that: 

The specification describes the sole human polypeptide of SEQ ID NO:2. 
No other polypeptides are described from any other species. .. No 
adequate written description of what constitutes qny different species, 
allelic variant (i.e., as both encompassed by the recitation of "at least 
95%) or different open reading frame that merely "comprise' fragments 
of SEQ ID NO:2, or that "comprise" generic heterologous polypeptides 
fused to random fragments of SEQ ID NO:2 is provided within the instant 
specification, or known in the art. . . 

Paper No. 14, pages 3-4, item 3 (emphasis added), 
in response, Applicants respectfully disagree. 

With respect to claims 50-53, 57, and 61. Applicants maintain that the claims as 
previously pending were fully described in the specification such that one skilled in the art 
would reasonably conclude that the inventors bad possession of the claimed invention. 
However, Applicants note that the subject matter of claims 50-53, 57. and 61 has been 
canceled without prejudice or disclaimer, thereby obviating any rejection of such claims. 
Applicants reserve the right to pursue the canceled subject matter in one or more 

continuing applications. 

With respect to claims 21-27, 54, and 58, Applicants assert that the claims as 
previously pending were fully described in the specification, such that one skilled in the 
art would reasonably conclude that the inventors had possession of the claimed invention. 
However, Applicants note that the subject matter of previous claims 21(e) and 26 has been 
canceled without prejudice or disclaimer. Further, independent claim 21 (from which 
claims 22-25. 27, 54, and 58 depend) has been amended without prejudice or disclaimer to 
recite that the claimed polypeptide -promotes neuronal cell adhesion or axonal neurite 
extension." Applicants reserve the right to pursue the canceled subject matter in one or 
more continuing applications. Thus, as detailed in Example 14 of the Written Description 
Training Materials, claims 21-25, 27, 54, and 58 clearly meet the requirements of 35 
U.S.C. § 1 12, first paragraph, as they do not embrace a "highly variant" genus. 

With respect to claims 34, 36-49, 55-56, and 59-60, Applicants also maintain that 
the claims as previously pending were fully described in the specification, such that one 
skilled in the art would reasonably conclude that the inventors had possession of the 
A P p. No. 09/170,042 9 Atty. DockeiNo. PF226D1 



Received from < 3013098439 > at 113103 9:57:57 PM [Eastern Standard TlmeJ 



e ure batpnt DEPT 3013093439 ~ T-499 PU/25 F-592 

Jan-03-03 10:02pm From-HGS PATENT DEPT 



M invention. Indeed, it is well-established that a "gene » a U 
^beit a complex cue, ^ v. 927 * 2d l2 °°' 

P06 (Fed. Cir. 199!). Thus, the claims of the instant application, directed to polypeptides 
consisting of at least a particular number of contiguous ammo acid residues of SEQ ID 
NO-, lor of the polypeptide encoded by the deposited clone), i.e . a genus of fragments of 
the NAF-l polypeptide of the invention, are essentially chemical claims involvmg genenc 
chemical formulas. As stated by Judge i*u* in Ell Lilly, "In claims involving chenucal 
materials, generic formulae usually indicate with specificity what the genenc cfcnns 
encompass. One skilled in the art can distinguish such a formula from others and can 
identify many of the species that the claims encompass." All of the objective* .net by a 
generic chemical formula are similarly met by the explicit descripuon m the mstan 
specification of both a polynucleotide and polypeptide sequence (i.e. SEQ © NOS:l & 2) 
and claims to polypeptides consisting of at least, Inter alia, 10 congous annuo add 
^idues of that sequence. That is, the instant claims dearly distinguish the boundanes of 
each churned genus and identify all of the members of each genus. Accordingly, on* 
skilled in the art would reasonably conclude that Applicants had possession of the 
polypepndes encompassed by the rejected claims, upon reading the present apphcanon as 



filed. 



In particular, the skilled artisan could clearly envision and identify by specrfc 
amino acid sequence the individual polypeptides contaming fragments of at least, ,n,er 
ft/fe, 10 contiguous ammo acids of SEQ ID NO:2 of the invention, including the followmg 

members of the claimed genus: 

. each of the lOmer polypeptides of SEQ ID NO:2 as a progress** from -23 to 

-H, -22 to -13, etc.; 

• for any given lOmer of SEQ ID NO:2, such as the lOmer to amino acxds 1 to 
10 each of the polypeptides that adds, sequentially, an additional ammo aad tn 
*e c-termioal direction of SEQ ID NO:2 (e.g., 1 to U, I to 12, etc.); and, 
similarly, each polypepnde that adds an additional amino acid sequentially m 
the merrninal direction (e.g-, -I to 10, -2 to 10, etc.); or a combination thereof; 

and . . 

. each of the polypeptides produced by a deletion from the N^temunal 
methionine of SEQ ID NO:2 up through position 298 (e.g., -22 to 308, -21 to 
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308, etc., up to 299 to 308); as well as each of the polypeptides produced by a 
deletion from the C-terminal residue through up through position -13 (e.g., -23 
to 307, -23 to 306, etc., up to -23 to -14). 
Nothing more than what is described m the specification would be required to identify 
every single one of the polypeptides containing. e.g., at least 10 contiguous amino acids of 
the NAM protein. Clearly, such knowledge is well within what is expected of the skilled 
artisan. Further, the instant claims do not require the claimed polypeptides to possess any 
particular activity or characteristic beyond the described sequence, and the subject matter 
of what is claimed is fully supported by the specification. § 112 requires no more. See 
Unxon Oil Co. v. Atlantic Richfield Co., 208 F.3d 989, 1000, 54 U.S.P.Q.2d 1227 (Fed. 
Cir. 2000); M.PE.P. § 2163.02. 

However, Applicants note that the subject matter of previous claim 34 has been 
canceled without prejudice or disclaimer (present claim 34 contains the subject matter of 
previous claim 35, as noted above). Further, claims 36-43 and 48-49 (from which claims 
44-47, 54-56, and 59-60 depend) have been amended wyrhout prejudice or disclaimer to 
recite'the phrases "consisting of and "consists of, rather than the phrases "comprising" 
and "comprises". Applicants reserve the right to pursue the originally claimed subject 
matter in one or more continuing applications. In light of the above, Applicants submit 
that the pending claims fully meet the written description requirements of 35 U.S.C. § 1 12, 
first paragraph. 

For all of the above reasons, Applicants respectfully assert that the specification 
conveys with reasonable clarity that Applicants were in possession of the claimed 
invention. Therefore, Applicants submit that the pending claims fully meet the written 
description requirements of 35 U AC. § 1 12, fust paragraph, and respectfully request that 
the instant rejection of the claims be reconsidered and withdrawn. 

E. Enablement of Claims 21-27, 34 and 36-61 

The Examiner has also rejected claims 21-27, 34 and 36-61 under 35 U.S.C. § 1 12, 
first paragraph, alleging that "the specification, while being enabling for me specific 
polypeptide depicted as SEQ ID NO:2. does not reasonably provide enablement for any 
biological functional equivalent polvpeptides/fragments with little structural 
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characterization and no distinguishable recited functional characteristics." Paper No. 14, 
page 4, item 4. More particularly, the Examiner contends that: 

[T]he specification does not teach which particular amino acids are critical 
for any NAF-l protein's function, nor how to distinguish such from any 
different polypeptide sequence that possesses none of the desired 
functions of the instant invention- Moreover, random mutations and/or 
random truncated variants of different NAf-l related polypeptides would 
be expected by the skilled artisan to result in generation of inactive 
proteins. 

Paper No. 14, page 5 7 first paragraph, sentences 3-4. 

Applicants respectfully disagree and traverse- As an initial matter, Applicants note 
that as discussed above* the subject matter of previous claims 21(e), 26. 34, 50-53, 57, and 
61 has been canceled without prejudice or disclaimer, thereby obviating any rejection of 
those claims. Further, independent claim 21 (from which claims 22-25, 27, 54, and 58 
depend) has been amended without prejudice or disclaimer to recite that the claimed 
polypeptide "promotes neuronal cell adhesion or axonal neurite extension." Claims 36^3 
and 48-49 (from which claims 44-47, 54-56, and 59-60 depend) have also been amended 
without prejudice or disclaimer to recite the phrases "'consisting of and "consists of \ 
rather than the phrases "comprising" and "comprises". 

With respect ro the pending claims, M.RE.P. § 2164.01(b) states that "[a]s long as 
the specification discloses at least one method for malting and using the claimed invention 
that bears a reasonable correlation to the entire scope of the claim, then the enablement 
requirement is satisfied/' See also In re Fisher, 427 F.2d 833, 839 166 U.S.P.Q. 18, 24 
(CCPA 1970). The Federal Circuit has also held that making the claimed species and 
screening them for the desired function is acceptable, so long as the experimentation is not 
undue. See In re Wands, 8 U,S-P.Q.2d 1400, 1404 (Fed. Cir- 1988). 

In the present case, the specification provides methods which may be used by those 
of ordinary skill in the ait to make and test NAf-1 polypeptide variants without undue 
experimentation. In particular, the specification teaches in vitro assays that may be used to 
distinguish polypeptides with NAF-1 activity from those that may not have such activity. 
For example, the specification at page 10, lines 19-33, teaches that polypeptides of the 
invention can be assayed for ability to cause axonal neurite extension or promote neural 
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cell adh^n as described in Klar ex al.. Cell 69.95-110 (incorporated by reference in the 

present specification), 

further, the specification provides extensive guidance to enable the skilled amsan 
as to the regions of the disclosed polypeptide that are responsible for the intmcnons 
underlying its biological functions. In addition to disclosing the nucleotide and ammo 
acid sequences, the specification provides a detailed analysis of the statural and 
functional attributes of NAF-l, including, e.g., an amino acid alignment of NAF-1 wtth a 
similar rat protein (Figure 2); comparison of consensus functional motifs within NAF-1 
(cell-adhesion sequence) compared to rat F-spondin (Figure 3); and a profile of the 
predicted alpha, beta, turn. coil, hydrophobic, hydrophihc, amphipathic. finable, surface 
and antigenic regions epitope-bearing portions) of NAF-1 (Figure 4). See also page 
4 Knowledge of such regions of a polypeptide can serve as a guide to the skilled art.san. 
identifying those regions that tolerate only relative conservative substitutions or no 
substitutions. Thus, one of skill in the art would be able to predict with reasonable 
certainty which vanants would have activity or antigenicity. Thus, by disclosing, mer 
alia the antigenic regions of NAF-1, Applicants have identified regions of the polypeptide 
that can tolerate only relative conservative substitutions or no substitutions, winch, 
conversely, enables one of skill in the art to determine, without undue experimentation, the 
positions in the protein which are tolerant to change. 

While the Examiner contends that "random mutations and/or random truncated 
variants of different NAF-1 related polypeptides would be expected by tiie skilled artisan 
to result in generation of inactive proteins » (Paper No. 14 at page 5), Applicants assert 
that most such substitutions or truncations will not disrupt the biological activity or 
immunogenic^ of the NAF-l protein. See, e.g„ page 13, line 21 to page 16, hue 16 
(citing Ron et al, Dobeli et «/., and Bowie et a!.). Moreover, as discussed above, the 
specification provides extensive guidance to the skilled artisan, so that such mutations and 
truncations would not merely be "random." Even assuming arguendo that some of the 
claimed polypeptides would lack either the biological activity or immunogemcty of the 
foil length NAF-1 polypeptide, Applicants point out that "it is not a function of the clauns 
to specifically exclude ... possible inoperative substances." Aths Powder Co. v. E.L 
DuPonl de Nemours. 750 F.2d 1569, 1576, 224 U.SPQ. 409 (Fed. Cir. 1984). See also 
In re Wands, 858 F.2d at 737-38. 
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Purtor. to on.y evidence P-ded * «• «— ' fa ° f *" ~ 
.* the assertion tot significance of parted amino acid sequence* for «M 

1= „ case by painstaking experimenta. ^ * * »* » » >P " 

„y Rudmger. Applicants restful., — -* PO "" 7 ~ 

enab.i^.Ip.EJ.4 2.6,.^,. Indeed, the M.P.E.P. specifically cautions against the 

use of dated references such as Kudinger: 

The state of the art for a ^ not 

possible that a disclosure filed °n January 2, 1990 ^ouW not na 

-r^Ki^rf However if the same disclosure had been meo on j«m«y ' 

S» be evaToated fcr each application based on «s fmug date, 
scants agree that some aspects of the present applicado. wouM Have eitor r^ured 
experimental stndy" or would have been completely »upnss,ble . W 
when to entire field of mdecutar biology was in its infancy. However, * the 
m «hods and technics reUed upon in to P— « -» *" 

quaking experiment study" in « •« — «* - "a***"* "* ' OUn, *' y 
1 by those of ordinary skill in to art by 1996, as evidenced in par. by to many 
puhheanons referenced m to specification. TTus, as Kudtnger omy rcf.ee. to «a.e of 
to art nearly twenty years before to criucal date, it cannot serve to support an 
enablement rejection for an application filed in 1996. _ 

In view of to above. Applicants assert tot to specification arables one sWled m 
to art to make and use to daimed polypeptides without undue experimentauon. Thus. 
AppUcants rcspccrfu.1, re,**, to. to Exatntor's n=iecnon of claims 21-27, 34 and 36- 
61 under 35 U.S.C. 5 1 12. first paragraph, be reconsidered and wtthdrawn. 

U. Ruction of to Chum* Under IS UiC. §112, Seconu Paragraph 

A. "Complement" 

Claims 50-53, 57 and 61 were rejected under 35 U.S.C. § 112, second paragraph, 
in particular, the Examiner pointed out that only the sense strand can encode the MAF-1 
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polypeptide, whereas claim 50 (and thereby dependent claims 51-53, 57 and 61) implies 
that both sense and anti-sense strands encode the NAF-1 polypeptide. 

However, as noted above, claims 50-53, 57 and 61 have been canceled without 
prejudice or disclaimer, thereby obviating the instant rejection. Accordingly, Applicants 
respectfully request that the rejection of claims 50-53, 57 and 61 under 35 U.S.C. § 112, 
second paragraph be reconsidered and withdrawn. 

B. "Pharmaceutical" 

Claims 58-61 were rejected under 35 U.S.C. § 1 12, second paragraph, as allegedly 
being "indefinite." In particular, it was asserted that: 

It is ambiguous how polypeptides merely comprising "epitope-bearing 
portions", or that merely "bind to an antibody specific to a polypeptide" 
can be used in a pharmaceutical composition, or how a polypeptide merely 
comprising ~at least 10 contiguous amino acids" or merely comprising 
otherfragmems of SEQ ED 'NO:2 with no recited functional requirements 
related to a pharmaceutical use are to be used in a pharmaceutical 
composition- 
Paper No. 14, pages 6-7, item 6 (emphasis added). 

In response, Applicants respectfully disagree, and assert that the present 
specification provides (in addition to that which was known by xhose of ordinary skill) 
written description of how the polypeptides may be used in a pharmaceutical composition. 
See, e.g.. Specification at pages 29, lines 31-37, and page 30, lines 1-36. Nevertheless, as 
noted above, claim 61 has been canceled without prejudice or disclaimer, and claims 58- 
60 have been amended without prejudice or disclaimer to remove the terras 
pharmaceutical" and "pharmaceutical^ acceptable". Accordingly, the rejection of claims 
58-61 under 35 U.S.C. § 112, second paragraph, should be reconsidered and withdrawn. 

IH. Rejection of the Claims Under 35 U.S.C. § 102 

Claims 36 and 55 were rejected under 35 U.S.C. § 102(b) as allegedly anticipated 
by Jessell et al. (U.S. Patent 5,279,966). See Paper No. 14, page 7, item 7. In particular, it 
was asserted that "Jessell et al teach rat F-spondin ...comprises at least 7 contiguous 
amino acids of SEQ ID NO:2..." Id. 
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In response, as noted above, Applicants have amended claim 36 (from which claim 
55 depends) without prejudice or disclaimer to recite ' at least 9 contiguous amino acids- 
rawer than -at least 7 contiguous amino acids." Applicants note that the rat F-spondin 
protein of Jessell, et al. does not disclose nine contiguous amino acids of S£Q ID NO:2. 
Support for amended claim 36 can be found in the specificarion as filed at, for example, 
page 21. lines 19-22. Thus, no new matter has been added. 

Claims 50-53, 57, and 61 were also rejected, based on the assertion that: 
Jesseirs polypeptide is encoded by a polynucleotide that would inherently 
hybridize under stringent conditions to residue #580-599 of SEQ ID NO:l. 
and because Jessell** polypeptide possesses axonal neunte 
extension/outgrowth, neural adhesion and antibody binding activity.. .and 
because JesscU et al. disclose pharmaceutical compositions of their 
protein, the limitations of claims 50-53, 57, 59 & 61 are also met. 

Paper No. 14, page 7, item 7. 

fc» lesponse, as noted above, claims 50-53, 57, and 61 have been canceled without 
prejudice or disclaimer, thereby obviating the instant rejecrion. 

In view of the above, Applicants assert that the rejections set forth by the Examiner 
have been obviated, and thus respectfully request that the rejection of claims 36, 50-53, 
55, 57, and 61 under 35 U.S.C. § 102(b) be reconsidered and withdrawn. 

Conclusion 

Applicants believe that this application is in condition for allowance, and an early 
notice to that effect is urged. The Examiner is invited to call the undersigned at the phone 
number provided below if any further action by Applicants would expedite the allowance 
of this application. 

Applicants believe that there are no fees due in connection with the filing of this 
paper. However, should a fee be due, please charge the fees to our Deposit Account No. 
08-3425. If a fee is required for an extension of time under 37 C.F.R. § 1.136, such an 
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extension is requested and the appropriate fee should also be charged to our Deposit 
Account, 



Dated: January 3, 2003 



KKH/MJH/DAS 
Enclosures 



Respectfully submitted, 

Sdark J. Hymah 
Attorney for Applicants 

Human Genome Sciences, Inc. 

9410 Key West Avenue 
Rockville. MD 20850 
Telephone: (240) 314-1224 



(Reg. No. 46,789) 
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PFRTTFTCATF OF TRANSMISSION UN T>FR 37 C.F.R. S 1.8 

1. Fax Cover 

2. Amendment And Reply Under 37 C.F.R. 1.111 

3. Version With Markings To Show Changes Made 

4. Certificate of Transmission Under 37 C.F.R. § 1-8 

I hereby certify that the above-listed correspondence is being facsimile transmitted to me 
United States Patent and Trademark Office on January 3, 2003. 



MarkJfHyman (Reg. No. 46,789) 
Attorney for Applicants 

Human Genome Sciences, Inc. 
9410 Key West Avenue 
RockvillcMD 20S50 
Telephone: (240) 314-1224 
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Via Facsimile January 3, 2003 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

tare Patent Application ot: Docket No.: PF226P1 
Hastings, ei al. 

Application No.: 09/170,042 Group An Unit: 1647 

Filed: October 13, 1998 Examiner: R.C. Hayes 

For: Human Neuronal Attachment Factor-1 

version With Markings To Sh ow Changes Made 

Claims 27, 50-53, 57, and 61 have been canceled without prejudice or disclaimer. 
Claims 21, 28-44, 48-49, and 58-60 have been rewritten as follows: 

21. (Once amended) An isolated polypeptide comprising an ammo acid 
sequence which is at least 95% identical to a member selected from the group consisting 
of: 

(a) amino acids 1 to 331 of SEQ ID NO:2 or the complete amino acid 
sequence encoded by the cDNA clone contained in ATCC Deposit No. 97343; 

(b) amino acids 2 to 331 of SEQ ID NO:2 or the complete amino acid 
sequence excepting the N-terminal methionine encoded by the cDNA clone contained in 
ATCC Deposit No. 97343; 

(c) amino acids 24 to 33 1 of SEQ ID NO:2; 

(d) amino acids 27 to 33 1 of SEQ ID NO:2; and. 

(e) amino ao i d o 2B4 to 330 of SEQ ID NO:2; nn d 

the amino acid sequence of the mature form of Neuronal 

Attachment Factor-1 (NAF-1) encoded by the cDNA clone contained in ATCC Deposit 
No. 97343; 

wherein sa jd polypeptide promotes neuronal 9?" adhesion or axonal neurits 
gxtenaon parentage of identity is dotorminod using tho Dostfit program *ith paramet e rs 
sot a qoh that tho porcontago of idontity io oaloulatad ovor tho full length of tho referenc e 
sequence and gaps of up to 5% of tho total number of rcfliduoa in tho loforonoo ooquonco 
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mu u1 j owod , and vtoiii u p x o S% u f flm a uiii i o ncid t u, iJu u. la U ui rnfnrnnrn n ngn w ee 
m a> to dototud or r em in d mm to " " A- ^ fl nUiTtbof of ftmi "° ncidg " P t n 

5-;: of ftp t o t n T i T i v m ° ^forc i too sequence ma > b u inserted i nto t h » 

roforonoe scquono e. 

28. (Once amended) ftt ^.isolated polypeptide rnrn prisin fi an amino 
«rirt ^ce *™ Tha erou p consisting of: o f Hum 21, wfaemu i - aid polypept id e 

oompriacQ 

f Qu> amino aoid oogmmnfi of amino acids 1 to 331 of SEQ ID NO:2*; 
f h ) the co m plete amino «Hri seq uence encoded by The cPNA clone 

contained in ATCC Dep ositNo. 97343; 

^) amifln acids 2 to 3 ^ i SPO TP NQ.2: 

fd ) the co m plete amin o sequence excepting the N-terminal 

^ethionmeenc^hvthecDNA rln.e contained in ATCP Deposit tto. 97343; 
f t*\ amino acids 24 to ^ 1 of SEQ ID NQ:2; 
(f > amiP^ ^Ids 27 to ™ i *f TT> NO:2: and 

f a ) the ammo acid s e quence of t h e mature form of NAF-1 CTlQoded by 
the cPNA clnne contained in ATCC Deposit No. 97343. 

29. (Once amended) The isolated polypeptide of claims 21 wherein said 
pe ptide comp iL ca tho complete a mino acid sequence isja) encoded by the oDMA 
olono ooattimrt in AT C C DopooltMo. 97313 . 

30. (Once amended) The isolated polypeptide of claim 3* 21 wherein said 
pubpuutidx. Lomprinnn Tho amino acid sequence isjb} o f amino aoido 2 to 331 of SEQ m 

31 . (Once amended) The isolated polypeptide of claim 24 28 wherein said 
puljpoprido oompiipop tho oomplnrn amino acid sequence isjc) mu l l ing tho M wrt niT.nl 
awau t muiu aocodod by t hn o DNA olono oouwnod in ATCC P u pooitNo. 0731 3. 
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32. (Once amended) The isolated polypeptide of claim -2* 28 wherein said 
palypqpticto oompricoQ tho amino acid sequence is f d) of amino acids 2 4 to 331 of SEQ ID 

33. (Once amended) The isolated polypeptide of claim 3+ 28 wherein said 
pol >P optido oomprioco tho amino acid sequence is (t\ of amino acids 27 to 331 of SEQ ID 

34. (Once amended) The isolated polypeptide of claim 2± 28 wherein said 
polypoptido comprise th e amino acid sequence isjfj of amino acids 2S1 to 330 of SEQ 
ID NO:2 . 

35. (Once amended) The isolated polypeptide of claim 3* 2S? wherein 
said polypopridn aompriooe the amino acid sequence is (a) of tho maiura form of MAF 1 
encoded by tho oDNA clono contained in ATCC Dopoait No. 07313 . 

36. (Once amended) An epitope-bearing portion of the NAF-1 
polypeptide frrniprininp consisting of at least 7 9 contiguous amino acids of SEQ ID NO:2. 

37. (Once amended) The epitope-bearing portion of claim 36, which 
compris e s consists of at least 9 H contiguous amino acids of SEQ ID NO:2. 

38. (Once amended) The epitope-bearing portion of claim 36, which 
oompriooo wherein said portion con sists of at least amino acids from about 75 to abet* 100 
ofSEQIDNO:2. 

39. (Once amended) The epitope-bearing portion of claim 36, which 
oompriQPfl wherein said portion cons ists of at least amino acids from about 168 to abcmf 
180 ofSEQIDNO:2. 
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40. (Once amended) The epitope-bearing portion of claim 36, wfeiefe 
ee^pases «- ™* portion moists of at least amino acids ******* 204 to a*** 
226 ofSEQIDNO:2. 

41 . (Once amended) The epitope-bearing portion of claim 36, *h«* 
eemp^es ^ ^ ^ni Qn insists of at least amino acids #e««*e* 258 to abe* 
281ofSEQDDNO:2. 

42. (Once amended) The epitope-bearing portion of claim 36, wfeieh 
— c^p^ronsm.ofatleast ammo acids fte«H*e« 291 to abe* 

327ofSEQIDNO:2. 

43. (Once amended) An isolated polypeptide wbsk* ccmjnsiiggjrf at 
least 10 contiguous amino acids of SEQ ID NO:2. 

44. (Once amended) The isolated polypeptide of claim 43, which has at 
least one activity selected from the pronp consisting of: 

(a) promotes axonal neurite extension; 

(b) promotes neural cell adhesion; or 

(fe)(ci binds to an antibody specific to the polypeptide of SEQ ID NO:2. 

48. (Once amended) The isolated polypeptide of claim 43, which 
amsjsjsjif * least 30 contiguous amino acids of SEQ ID NO:2. 

49. (Once amended) The isolated polypeptide of claim 43, which 
^emprises conjristsof at least 50 contiguous amino acids of SEQ ID NO:2. 

58. (Once amended) A pharmaoautiou l composition comprising the 
polypeptide of claim 21 and a p ho jm a ou uiically ac rn pt nh la carrier. 

59. (Once amended) A puaunaoouti™! composition comprising the 

polypeptide of claim 36 and a p h au aaoonricall> acceptab l e carrier. 

„ „ ftA ^ p.„ c4 Any. Docket No. PF226D1 
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60. (Once amended) A pharmac e utic al composition comprising the 
polypeptide of claim 43 and a ph oima oe uB e ol ly a coop ta b le canier 
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